MATEHIAL AND METHODS Materials
Thirty individuals were used in each group for each experiment except for one step in the experiment on sodium chloride concentration for which only 15 in each group were available. In reviewing our results it is important to note the population number with which each chart is labeled and to make comparisons only on the same populations. The reason for this is that the variations between samples of this size are sufficient to lead to confusion if this point is not considered. Salt comentration. As a clinical tool this test may well prove useful, but prior to extensive clinical trial its reactivity in other diseases should be examined. It was developed primarily for epidemiologic purposes, i.e., for convenience in 13rge-scale operations and to help detect mild forms of rheumatoid arthritis. The success of this second operation will be detailed in a separate report.
From a theoretical standpoint a number of interesting points have come out of this research. First, the fact that increased sensitivity and specificity is found in the PLAT as compared with the IRLF, where the patient supplies his own 7 S gamma globulin for the reaction, gives encouragement to the notion that rheumatoid factors may be autoantibodies. The specificity of rheumatoid factors for genetically determined 7 S gamma globulins has not been demonstrated using latex particles (Fudenberg and Kunkel, 1961) .la Second, the observation that some of the rheumatoid factors are more heat labile than others lends further support to the notion of their multiplicity.
Since some of the factors are destroyed fairly rapidly by heat, it is clear there has been a ceiling on the achievable sensitivity of tests that are incubated at 56 C. for long periods. It would be interesting to characterize further the various members of the rheumatoid factor family in terms of their heat sensitivityOg Third, the clear demonstration that pH and salt concentration are critical factors in relation to the sensitivity and specificity of this test and that the optimum point for agglutination is well out of the physiologic range, pH 8.4, and salt concentration, 0.6 per cent, gives us an insight into the nature of the phenomenon that should be helpful in further studies. It should be pointed out that there is no reason to suppose that the optima determined for this system will prevail in systems using other kinds of particles. It does mean that pH and ionic strength optima should be sought for every system. In this connection it is interesting to note that Valkenburg (1962),'@ working independently, arrived at the same conclusion as ours with regard to the ionic strength optimum.
Finally, the exciting discovery that hypertensives have agglutinating substances similar to rheumatoid factors seems likely to open up a whole new field for investigation. This will, of course, be pursued vigorously. 
